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Patent in—fonniﬂon

The U.S. patents covering Femara® (letrozole tablets, CGS 20267) are as follows:

1. Patent Number:

Patent Expiration Date: _

Claims:
Patent Owifer:

2. Patent Number:
Patent Expiration Date:

Claims: )
Patent Owner:

4,978,672
December 18, 2007
compound. pharmaceutical composition, use

Novartis Pharmaceuticals Corporation:‘

5,352,795 and 5,473,078
October 4, 2011
process of manufacture

Novartis Pharmaceuticals Corporation
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-’EXCLUSIVIT¥_suquRY for NDA # 20-726 SUPPL #006
Trade Name Femara Tablets Generic Name _letrozole
Applicant Name Novartis Pharmaceuticals Corporation HFD-_150 -

Approval Date 1’ICP—C4

PART I: IS AN EXCLUSIVITY DETERMINATION NEEDED?

M

1. An exclu§T31ty determination will be made for all orlglnal
applications, but only for certain supplements. Complete
Parts II and III of this Exclusivity Summary only if you
answer "YES" to one or more of the following questions about
the submission.

]

a) Is it an original NDA? YES/___ / NO /_X_/

b) Is it an effectiveness supplement? YES /_X_/ NO / /

™

If yes, what type(SEl, SE2, etc.)? SE1l i

c) Did it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? (If it required review-only of bicavailability
or bioequivalence data, answer "NO.")

YES / X_/ NO /__/

If your answer is "no" because you believe the study is a
bioavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a biocavailability study,
including your reasons for disagreeing with any arguments
made by the applicant that the study was not simply a
bloavallablllty study.

- - - —

L d

=

If it is a supplement requiring the review of clinical
data but it is not an effectiveness supplement, describe
the change or claim that is supported by the clinical
data:

d) Did the applicant request exclusivity?
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£ YES /___/ NO /_X_/

If the answer to (d) is "yes,"” how many years-of
exclusivity did the applicant request?

e) Has pediatric exclusivity been granted for this Active
Moiety?

YES /__/ NO / X_/

IF YOU HAVE ANSWERED "NO" TO ALL OF THE-ABOVE QUESTIONS, GO

DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. -

2. Has a product with the same-active ingredient(s), dosage form, &
strength, route of administration, and dosing schedule -
previously been approved by FDA for the same use? (Rx to OTC)
Switches should be answered No - Please indicate as such).

YES /__/ NO /_X/

If yes, NDA # Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9.

3. Is this drug product or indication a DESI upgrade?

- - - ——

YES /___/ NO /_X_/

-

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9 (even if a study was required for the
upgrade) .

PART II: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

Page 2
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(Answer eithertﬂl or #2, as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as the drug
under consideration? Answer "yes" if the active moiety
(including other esterified férms, salts, complexes, chelates
or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex,
chelate, or clathrate) has not been approved. Answer "no" if
the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce
an already approved active moiety. '
YES /_X__/ NO/__ / -~
13
If "yes," identify the approved drug product(s) containing the.’
active moiety, and, if Known, the NDA #(s). -

NDA # 20-726 Femara

NDA #

NDA #

2. Combination product.

If the product contains more than one active moiety (as
defined in Part II, #1), has FDA previously approved an
application—-under section 505 containing any one of the active
moieties in the drug product? If, for example, the
combination contains one never-before-approved active moiety
and one previously approved active moiety, answer ™yes." (An
active moiety that is marketed under an OTC monograph, but
that was never approved under an NDA, is considered not
previously approved.)

YES /___/ NO / /

Page 3
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If "yes," identify the approved .drug product(s) containing the
active moiety, and, if known, the NDA #(s). -

NDA #

NDA #

NDA # -
=

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. 1IF "YES," GO TO PART
III.

r 4

PART III: THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or >

supplement must contain "reports of new clinical investigations :
(other than biocavailability studies) essential to the approval of—
the application and conducted or sponsored by the applicant."

This section should be completed only if the answer to PART II,
Question 1 or 2, was "yes."

1. Does the application contain reports of clinical
investigations? (The Agency interprets "clinical
investigations” to mean investigations conducted on humans
other than biocavailability studies.) 1If the application
contains clinical investigations only by virtue of a right of
reference to clinical investigations in another—application,
answer "yes," then skip to question 3(a). If the answer to
3(a) is "yes" for any investigation referred to in another
application, do not complete remainder of summary for that

investigation.

- -

. " YES /X_/ No_/__/

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. A clinical investigation is "essential to the approval” if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the
investigation is not essential to the approval if 1) no
clinical investigation is necessary to support the supplement
or application in light of previously approved applications
(i.e., information other than clinical trials, such as
biocavailability data, would be sufficient to Provide a basis

Page- 4
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for approval as an ANDA or 505(b) (2) application because of
what is already known about a previously approved product), or
2) there are published reports of studies (other than those
conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient
to support approval of the application, without reference to
the clinical investigation submitted in the application.

For the purposes of this section, studies comparindhtwo
products with the same ingredient(s) are considered to be
biocavailability studies.

(a) In light of previously approved applications, is a

B clinical investigation (either conducted by the

applicant or available from some other source,

— including the published literature) necessary to
support approval of the application or supplement?

YES / X_/ NO /__/

If "no," state the basis for your conclusion that a
clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCK ON Page 9:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement that the publicly available
data would not independently support approval of the
application? '

S | YES /__/ NO /_X_/

P

(1) If the answer to 2(5) is "yes," do you Qgpsonally
know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

YES /__/ NO /__/

If yes, explain:

'Page 5
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(2) If the answer t& 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
independently demonstrate the safety and effectiveness
of this drug product?

YES / / NO /_X_/
Ifiﬁes, explain: - -~

(c) If the answers to (b) (1) and (b) (2) were both "no,"
identify the clinical investigations submitted in the
application that are essential to the approval:

Investigation #1, Study # 025

Investigation #2, Study # 102 e

Investigafzdn #3, Study #

3. In addition to being essential, investigations must be "new"
to support exclusivity. The agency interprets "new clinical
investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not
duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a
previously approved drug product, i.e., does not redemonstrate
something the agency considers to have been demonstrated in an
already approved application.

(a) For each investigation identified as "essential to the
approval," has the investigation been relied on by the
agency to demonstrate the effectiveness of a_previously
approved drug product? (If the investigation was relied
on only to support -the safety of a prev1ously “approved
drug, answer "no ")

Investigation #1 YES /__/ NO /_ X /
Investigation #2 YES /__/ NO / X /
Investigation #3 YES / / NO / /

If you have answered "yes" for one or more
investigations, identify each such investigation and the
NDA in which each was relied upon: -

Page 6

»



NDA # __ . _Study #
NDA # ° Study #
NDA # Study # T

(b) For each investigation identified as "essential to the
approval, " does the investigation duplicate the results
of another investigation that was relied on by the agency
to sypport the effectiveness of a previously approved

drug product? '* =
Investigation #1 YES /__/ NO /__X / -
Investigation #2 . YES /___/ NO /_ X # -
Investigation #3 YES /___/ NO /___ /-

If you have answered "yes" for one or more
investigations, identify the NDA in which a similar -~
investigation was relied on:

NDA # Study #
NDA # . Study #
NDA # ) Study #

(c) If the answers to 3(a) and 3(b) are no, identify each
"new" investigation in the application or supplement that
is essential to the approval (i.e., the investigations
listed in #2(c), less any that are not "new"):

Investigation # 1 , Study # 025

Inve§£1;Qtion #_2 , Sstudy # _102

Investiggtion #__, Study # T

4. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or
sponsored by the applicant. An investigation was "conducted
or sponsored by" the applicant if, before or during the
conduct of the investigation, 1) the applicant was the sponsor
of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided
substantial support for the study.  Ordinarily, substantial
support will mean providing 50 percent or more of the cost of
the study. - ’

Page 7 —



(a) For each investigation identified in response to
question 3(c): if the investigation was carried out
under an IND, was the applicant identified on the FDA
1571 as the sponsor? -

Investigation #1 !
|

D # ) YEs /X_/ ' NOo/__/ Explain:

Investigation #2

IND #} __\YES /_x_/ NO /___/ Explain:

!
'
'
!
1
!
'
'

(b) For each investigation not carried out under an IND or
for which the applicant was not identified as the
sponsor, did the applicant certify that it or the
applicant's predecessor in interest provided
substantial support for the study?

Investigation #1 : !

YES /__~ /--Explain

- -

NO / / Explain

—-—

Investigation #2

YES / / Explain NO / / Explain

teD e tew e tom tem tem e
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(c)

Notwithstanding an answer of "yes" to (a) or (b), are

there other reasons to believe that the applicant
should not be credited with having "conducted or
sponsored”" the study? (Purchased studies may not be
used as the basis for exclusivity. However, if all
rights to the-drug are purchased (not just studies on
the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or
comducted by its predecessor in interest.) —

YES / / NO /7 X _/
If yes, explain:
~ _Ann Staten - 12-12-00
Signature of Preparer Date

Title: Project Manager

Wi /2 Jcey

Signature of Officf)of Division Director patey’

cc:

"Archival NDA i ' . -
/Division File ; =
/RPM - - - -

HFD-093/Mary Ann Holovac

HFD-104/PEDS/T.Crescenzi

HFD-
HFD-

Form OGD-011347
Revised 8/7/95; edited 8/8/95; revised 8/25/98, edited 3/6/00
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Pediatric Page Printout _ Page 1 of 1

FDA Links Tracking Links Check Lists Searches Repc—s Help

- - - -

PEDIATRIC PAGE (Complete for all original application and all efficacy supplements) View Word Document

NDA Number: 020728 Trade Name: FEMARA (LETROZOLE) ORAL TABLETS 2.5MG

Supplement Number: 008 Generic Name: LETROZOLE

Supplement Type:  SE1 Dosage Form:

Regulatory Action: OP _ COMIS Indication: ADVANCED BREAST CANCER IN POSTMENOPAUSAL WOMEN
Action Date: Mm208 - =
Indication# 1 First-ine treatment of postmenopausal women with advanced metastastic bresst cancer

Label Adequacy. - Does Not Apply

Forumuiation Neesded: NO NEW FORMULATION is needed

Comments (if any):  Waiver granted on July 7, 2000.

lowerRange  UpperRange  Status Date

Adult Adut Waived
Comments. Waived on 7-7-00. Doss not apply

[ A

This page was last edited on 12/12/00

\C:\ ! ’/ /é/og
\ Date

Signature

)CC, 619 NDA 2w,

DiY AR
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) NOVARTIS

Novartis Pharmaceuticais Corporation

East Hanover, New Jersey
SNDA debarrment.doc 5~Jun-2000

Femara® (letrozole tabletsj
= SNDA 20-726

NOVARTIS CERTIFICATION
IN COMPLIANCE WITH THE

GENERIC DRUG ENFORCEMENT ACT OF 1992

Novartis Pharmaceuticals Corporation certifies that it did not and will not use in any capacity
— the services of any person debarred under section 306 of the Federal Food, Drug and Cosmetic
Actin conneeuon vmh this apphcat:on

b



(> NOVARTIS

"SNDA Financial Disclosure.doc 26-Jun-2000

Novartis Pharmaceuticals Corporation

East Hanover, New Jersey

) Femara® (letrozole tablets)
SNDA 20-726

item 19. Other

Financial Disclosure

Property of Novartis Pharmacsuticals Corporation
Confidential

May not be usad, divuiged, published or otherwise disciosed

without the consent of Novartis Pharmaceuticals Corporstion
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Novartis Confidential

Page 2
Patent Information Femara® (letrozole tablets)
Table of contents
1. FDAFOMmS.............occoevmmereerennnne. ettt r ettt e a et e e n e 3
2. Overview HeeeRaee1ee R RRA AR AR AR AR R AR R 3
2.1.  Process used to collect information retrospectively.................ccceereerurcernneunnnsn. 3
2.2. Methodsused tominimize bias...................cocoviimiriieeieiieeeeeeecr e 3
2.3. Desription of Spreadsheets............................... et s 3
2.4 —Summary of Findings ............. Jeereeenreeareeeaenees st e aeeeeaenaeeenstaiantereeeteerntaseraeeaneen 4
3. SPreadsheets................oo oottt e e a e s s e e e en e st ane e ene e 4
4. Individual DiscloSUTE FOMMS .............cooovieieiniceetieetee e sresaeesae s e ne e 4
S, ABBCRIMENLS: ...ttt cete et st s e sase e s ss e et e snees et seennenenaeas 4
:
APPEARS THIS WAY
- ON ORIGINAL
' APPEARS THIS WAY -
ON ORIGINAL
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Novartis
Patent Information

- Confidential Page 3
. Femara® (letrozole tablets)

1.

2.

2.1.

2.2.

2.3.

FDA Fonins N
FDA Forms 3454 and 3455 are attached as applicable

Overview
Process used to collect information retrospectively

< Letters were sent out to all investigators requesting'ﬁn.'incial disclosure
information -

- Afollow up letter was sent to investigators if no reply was received after
four weeks and an additional letter four weeks later if necessary '

- - At study close out and/or as part of retrospective collection the

investigators were told to update Novartis for 1 year from LPLV (last
patient last visit) at their site if any change

- retrospective collection of financial disclosure information (for studies ort
going as of February 2, 1999) )

Methods used to minimize bias

- independent data monitoring via Novartis or CRO
- multiple investigators used in the studies
. double-blind active controlled trials used'
Description of Spreadsheets |

-~ shows principal investigator, subinvestigators, children & spouses (if
_ applicable) i _

- shows forms received N

- shows whether thers was something to disclose

- shows if investigator refused to reply

190 .2
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Novartis Confidential Page 4
Patent information ’ : Femara® (lstrozole tablets)

24. 8ummary of Findings

Only one investigator had financial information to disclose in Femara study No. 025
(at center M1836€Y). The principal investigatorl . _ _)reported tha{ 'had
received grant money, honoraria and consuilting fees either directly or iidirectly from
Novartis.

Y

3. Spreadsheets R ‘ -~

The spreadsheets or site certification forms are attached and organized by study:
- Study No. 025 : -
- Study No. 102 |

4. lndividual Disclosure Forms

The individual dlsc!osurc forms containing information to disclose are attached as_
required. Only one investigator, Dr‘\ ‘Study 025) was included.

3

5. Attachments
' - FDA Form 3454
- FDAForm3455 - -
- Spreadsheet for Study 025 (US)
- Spreadsheet for Study 025 (non-US)
- Certification forms for Study 102 .
- Disclosure form contammg information to disclose for D\\ \

APPEARS THIS WAY
ON ORIGINAL

'

]
>
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T DEPARTWENT OF REALTH AND HOMAN SERVICES Form Approved: OMB Ne. 0910039
Public Hoalth Sarvies Espiration Date: 33103
Feod and Drug Adminiswaticn

CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

70 BF COWPLETED BV APPLUCANT

. With respect 19 all covered clinical studies (or specific clinice] studies listed below (if appropriate)) submitied in
support of this spplication, | certify to cne of the statements below as appropriate. | understand that this certification is
made in complisnce with 21 CFR part 54 and that for the purposss of this statement, a clinical investigator includes the
spouse and each dependent child of the investigator as defined in 2) CFR 54.2(d). -

Piesse merk the chackbax.

E (1) As the sponsor of the submitted studies, ] certify that I bave not entered into any financial arrangement with
the listed clinical investigators (enter names of clinical investigators below or attach list of names to this
form).shereby the value of compensation o the investigator could be affected by the cutcome of the study as
defined in 21 CFR 54.2(a). ] also certify that each listed clinical investigator required to disclose to the
sponsor whether the investigator had a proprietary interest in this product or a significant equity in the
sponsor as defined in 21 CFR 54.2(b) did not disclose any such interests. | further certify that no listed
investigator was the recipient of significant payments of other sorts as defined in 21 CFR 54.2(f).

%'Sumchedllsl

3 PR

D (2) As the applicant who is submitting a study or studies sponsored by a firm or party other than the applicant, ]
certify that based on information obtained from the sporsor or from participating clinical investigators, the
listed clinical investigators (attach list of names to this form) did not participste in any financial
srangement with the sponsor of a covered study whereby the value of compensation to the investigator for
conducting the study could be affected by the outcome of the study (as defined in 21 CFR 54.2(a)); had no
proprietary interest i this product or significant equity interest in the sponsor of the covered study (as
defined in 2] CFR 54.2(b)), and was not the recipient of significant psyments of other sorts (as defined in
21 CFR 54.2(f)).

el

D (3) As the applicant who is submitting a study or studies sponsored by a firm or party other than the applicant, I
certify that | have acted with due diligence to obtain from the listed clinical investigators (attach list of
names) or from the sponsor the information required under 54.4 and it was not possible to do 30. The reason
why this information could not be obtained is attached.

NAME TILE

David Parkinson, MD V.P., Clinical Ressarch and Development

FIRM/ORGANIZATION __ :

Novartis Pharmacsuticais Corporation, East Hanover, NJ 07938 -~

SIGNATURE ~ } DATE - -

. June 26,2000
‘ Paperwerk Roductios Act Statsment

e e o kL e o P Do o i o i

reporting burden for this collection of informatien is estimated 19 sverage | bowr per Food and Drug Administration
of informetion. Send comments regarding this burdes estimets or any other aspect of this
collection of infermation 10 the addrams o ths right

FORM FDA 3454 O9) Cremad by Elosvenis Donument Sevieas/USDHHS: (301) 463-2454 EF

19-5
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DEPARTMENT OF HEALTH AND HUMAN SERVICES i Form Approved: OMB Ne. 0910-03%6
_ Public Health Servics Lxpiration Dute: 333783 .
Food aad Drug Admisisration -
DISCLOSURE: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

ticipated as a clinical investigator in the submitted study  Femara Study P02S
Nams of
, is submitted in accordance with 21 CFR part
chmcal study

- 54 Themuedmdm&ﬂhspamapﬁedmﬁmncnhmgumorholdsﬁmﬂmdm
are required ¥ disclosed as follows: -

| Please mark the applicabis checkbazes. |

[} any financial arrangement entered into between the sponsor of the covered study and the clinical .
investigator involved-in the conduct of the covered study, whereby the value of the compensation to
the clinical investigator for conducting the study could be influenced by the outcome of the study;

g any significant payments of other sorts made on or after February 2, 1999 from the sponsor of the
covered study such as a grant to fund ongoing research, compensation in the form of equipment,
rewiner for ongoing consultation, or honoraria;

D mymﬁmmmmmwmmwmwwmmmm

O anyngmﬂanteqmtymuddnedmnCFR“Z(b).hddbythechmulmmmormthe
sponsor of the covered study. - _

Demlsofthemdmduﬂsdmloableﬁmaﬂamngemenﬁandmmmmwgmma
dumwmdnemukmwmmmthepmuﬂbmdchmaludymﬂsbymdmedmw

arrangements Or interests.
NAE .
David Parkinson, MD V.P. Clinical Research and Development

FIRM/ORGANIZATION
Novartis Pharmaceuticals Corporation, East Hanover, NJ 07938

OO BATE
mn"d - . June 26, 2000
] va &‘@L& S~

TO BE COMPELETLED BY APPLICANT
The following mformmon conceming pr.{' ) who par- ]
Neme of climcal invesngaor .

e

wmuu—. -

Aa agency may not canduct of Spansor, ﬂan-umﬂu“ua“‘“d—lw.m
valid OMB comtrol susmber. Public reporting burden for this collectios of inforrastion is entimated 1o sverage 4 hours per respanse, including
time for reviewing intructions, ssarching existing dats sourom, gathering and meistaining the nscesmry dets, sad completing sad reviewing
the collsction of information. Send comments regarding this burden estimate or asry other sspect of this collection of informstion t0: -

np-d'l-l-h-n_m
Food and Drug Administration

5600 Fishers Lane, Room 14C-03
Rockville, MD 20857

FORM FDA 3455 3/99) ' Crested by Kloswonsc Dosument Serviess’USDESES: (301)

!
-
(V)
'
N

»
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Femara Prolocol 26 US Financial Disclosure

Conter Prineipal |Fm Ih\nmm Informeation |Invesiigator to| :
Number investigater Study Facliily City Stale |Submitied |submitiing lorm |10 dleciose disciose  |Remarks:
| ' N T S e L
[misest  [maoTh |HEALTH ADVANCE ~ [SOUTHBEND |IN B ) __“ _4‘_*_ CANCELLED PER
U . [INSTITUTE - 1 I L ____|s¥oateD
T 1 ] " 7081
v [ 17
|Mi300p  [aLDENM |aRAND viEW SELLERSVWLE |PA [vES Ino T
HOSPITAL B
[Mi1390t |ALLGOOD J {esconnino ESCONDIDO __ [cA_ |VES {no T
|HEMATOLOGY L
|oncoLoaY MeEDICAL |
|centeR -
i
M1391M  |BALCUEVAE ? SAGINAW I |ves - R T ' i
M13020  |BARNES L |HoLT xROCK FORTSMITH |AR [NO " |eannesL T _“_f_"::fpum ~
' CLINIC —— o perticipats,
M1V  |BERNSTENJ SCRIPPS MEMORIAL  |LA JOLLA CA |NO UGORETZ R INO B
[HoSPITAL . _
joncoLoay . N
RESEARCH PROGRAM . "
Vo 1 _ R _h U P
M1304Y  |BERRY |nEX cCANCER RALEIGH NC T |Dvd ot
[centER 1 __[pertcipaten
e ey,

]
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Femara Protocol 26 US Financial Disclosure

1 L :
li
Conter Principel ! Iru- Iwm information Iwu
Number  |investigator Study Feclity Chy [State [Submitted |submitiing form |10 discloss |disclose Remasks:
MI1306C | BIERMANN THOMAS JEFFERSON |[PHUADELPHIA [PA | : 1. |pdnot 3
Junvergity . Ql— __ |perticipate
JHOSPITAL shudy.
, T - : T
[Mi3eG  |BiTRAN " [LuTHERAN GENERAL [PARKRIDGE |1t [NO BRUETMAND  [no |- __
CANCER CARE DEVINE 8 _
CENTER MILLER JB N
" |omvision oF MILNER LS
|HEMATOLOGY PAIK PC i ‘
Joncoroay ROSE CQ
" |stomELa |
M1307x jaaciLY R NEA CLINIC JONESBORO (AR [NO |BICE CD ) .
T R 14 N
) — | S i " oV
[Mi19e0 |BLAYNEYOW  [wisHIRE ___|poMoNA T IcA [ves [N
ONCOLOGY MEDICAL _
' GROUP __ - __
i |ROBERT AND | 1
[BEVERLY LEWIS ]
CANCER CENTER __
ju12os  |eoRELON |aREEN CLINC |rusTN LA { rcmcsuEB PER
- SIF DATED
‘ - 711407
IR 1 — |
M1400)  |[BROTHERTON TW [DANILLE DANVILLE VA [no JOHNSON DE R
___|nemaToLOQY & 1 I
Joncovoay nc - i - .
M1OIN _ [BROWNR ONCOLOGY SARASOTA __ |FL_ |YES | N R
|HEMATOLOGY ~ ) B T T
CONSULTANTS I I I R
. ‘ L T, o I
M1402R  [caaaianO v SUTTER CANCER CTR [SACRAMENTO [cA |no CAGGIANO V )

!

M
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Femara Prolocol 25 US Fhénchl Disclosure

“Iconter  |Prineipet Form |Imnoll.|mm information lhmumu
Number |investigator Study Fackity Chy Stale |Submitied [submiting form 10 diecioss |dieciose |Remarks:
Imi1s03v  |campost loncorogy HOUSTON  [tx [no _‘nggowsw\u +_ _____ K
JCONSULTANTS ) " |MANNER CE' 1
N . ) L __|norove Py T‘ T
1 v - e ___.__|SANFORD DB . e _
L |wARGO MR I ]
SPENCER JA
‘ § -
[M14042  |cARTWRIGHTT  |ocAlLAaONCOLOGY  [OCALA IFL_ [0 7 [canTwraHT T N
CENTER - o
[M1406D  |CERNAANY |STATEN 18LAND STATEN [Nv - .
|uaversity ISLAND . L _
poseoa. 1 | e ,
1408H  |ASBURY R JnTERLAKES ROCHESTER  |NY |VES I " |oR.Aseuny Has
~ CHANG A oncowoay ] ) N . |REPLACED DR.
‘ |HEMATOLOGY N i |[cHanG AS P1
N B E o __|PERFOAFORM
1672 DATED
I 6/6/90
|
Miwo7L.  [cOsGRIFF T [DAUG RESEARCH METAIRIE fLa CANCELLED SIF
SERVICES | ) L ___ |oATED 1171007
- .
[Mi1000p  |cusanGS F ROGERWILLIAMS  [PROVIDENCE |m  [NO _|ooresa [no I B -
REGE V |MEDICAL CENTER MILLEA M ﬁ_ I
| DEPARTMENT OF AKERLEY W . A -
|meDICNE ' . . N
|RHODE 18LAND I R T
[HosPITAL - -
L ' 11 e — — ————
M1400T  [DENES A ST LOWIS Mo [nO DENES A L No patients
| | | entolied.

iy
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Conter  |Principet : |r.m invesligetor ndt  [informetion Immu
Number Investigator {Study Faclity Ciy Siale [Submitied |submitting form  |to disclose «l_og!gg_o___JM: _
M14110__ |DISTEFANOA . |RESEARCH ACROSS _|DALLAS x_ [N |PEsino 9 Tl ] T
' |amEmcA | |reTTIGY .
‘ vl . ] n
M1410M  [DICKMANE MERIDIA HILCREST _ |MAYFIELD jon |no DICKMAN E B
CANCER CENTER __|HEIGHTS .
M14120  [DORRV UNIVERSITY OF COLUMBIA MO0 [nO PERRY M | ]
' MISSOUR-COLUMB! FARHANGE M '
A ANDERSON C
[ELLIS FISCHEL [ELwing T
|cANCER cenTER WILKES J
M1413Y _ [FERR ALLEGHENY PITTSBURGH  [PA - B CANCELLED PER _
' |aENERAL HOSPITAL ~ ! - |8 oateD
N 8/25%7
MI414C__ |FANER COLUMBIA NEWYORK  |NY |NO  |HESDORFFERC | | |cFEms4sonzs002
- |PRESBYTERIAN VAHDAT L | | [eus _“
JUNIVERSITY TIERSTEN A
|MEDICAL CENTER STARONR __ .
|omvision of *.
[MEDIGAL ONCOLOGY
M1416G  |FREDRIC RK .y FORTWORTH |TX |YES |no
¥ [ v ' - b
M1410K  [FRONTIERAM _ [DEAN MEDICAL: MADISON w_ |no FRONTIERA M I
_|centen i r
| B D _
MI®I70__ |GALLARDOR ___ [UMIVERSITY OF TVLER T _|vEs N R —
. TEXAS AT TYLER o
B - SN U
4 —————f———  —— s e —
M14188  [HANSWORTHJ  |SARA CANNON NASHVILLE  [IN [ves " [ N o ___~
| | [CANCER cENTER |

b
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Conler Principat J Form invesligater not ' |information |investigator te
Mumber __|investipater Shudy Faokity Cly __[Stote [Submitied |oubmitting form _ |lo disciose _|dleciose |Remarke: __ |,
M1419W  [INHORN CANCER GENTEROF | ROANOKE VA N R o CANCELLED-PER
BOUTHWEST . I . _ _ S ! _  __|sFoarED '
VIRGINA i | I R . eamT
L '
M1420P  [JABBOURY K JABBOURY HOUSTON @ |ves [ o -
FOUNDATION FOR . ‘ o
CANCER RESEARCH -
: ' -
M2 [kauuan A ONCOLOGYHEMATOL |VRAMS lre N0 ORENME | i ]
Y GROUP OF o _ _
SOUTH FLORIDA !
122 [xuomAR . CLEARWATER |FL i . _|cANCELLEDPER
] _.___| |wFDATED
] _ 1 et
M14238  |LEMKE SUNY- HEALTH SYRACUSE NV | N N N L
SCIENCE CENTER I B _|SFDATED =
. _ mamy
MIQE  [LEWSM |mEnORIAL HOLLYWOOD _ |FL_ |NO KREN NO -
|REGIONAL CANCER !
L CENTER
M1426)  |LIEBMANN J NEW MENCO ALBUQUERQUE |nM |vES i ru_o_ - RN _
loNcoLoay . N R
|HEMATOLOGY -
|consuLTANTS ! ' ) I
MI©20N _ |UNEBERAY DK |SORRARESEARCH _ |BIRMINGHAM _ [AL |NO LINEBERAY DK |NO_ R
' CENTER MARSCH JT — I
] L _

T AT

i
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Conter IW Form Lm.umm mm investigator to
Number | investigator Study Faoltity Chy Stale [Submitied |eubmitting form disciose  [Remarks:
M1427R__ [UPTONA |HERSHEY MEDICAL  [HERSHEY [PA N0 T lupTONA R
 |cEnTER ' : Anmwa | 4, :
' 't . |HARVEY HA )
' e . HOPPER K ” T
B GAREIS M N -
DELOJ
ALISM . i
FARIDI AA ~
M1428V  |[LYONSR METHODIST PLAZA  |SANANTONIO  [TX  [NO LYONS AM
) QUALEY &J .
' GOLDBERG HL
WASH CD ~ 1
|powns e N
— ____|QOLDEND ‘ i
~ MCMURRAY DC 0 . ~
T
[Mis20z  maramuo BETH ISRAEL NEW YORK NY R D D
- |mMEDICAL CENTER i _
|CANCER CENTER -]
M14308__ [MARSHRA MD ANDERSON |oALanDO [F.[no MARSHR | |
|CANCER CENTER BROWNCH - 1
NYBERGDA | N o
- camsoreas | 1 . -
] | l WSW % S [ O,
| |ROBERTSON CO N ~ B
M1431W | MCCRACKEN JO YFORBAN [8ANANTONIO |Tx  |vES - S R
ANTONIO P A I R —
M1432A  [MCCACHRENS  [THOMPSONCANCER |[KNOXWILLE  |TN |NO - cowaN | . | B "
SURVIVAL CENTER L R .
[MiesE  [wATSCHING MEDICAL CITY DALLAS T i T ) 6 NCELLED PER
| JDALLAS | ‘ ' OATED on7

&
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Im Prineipal Form Flbmulon ]hml.nhﬂol ,
investigater {Study Fosllity Chy State [Submitted M.lun to disclose |disciose  |Remarks:
S 14 - d ;

M14340 | \esION BM |PaLm BEACH [westPal  IFt [NO  |mskiNB - fio CANCELLED PER

i ' |RESEARCH GENTER  |BEACH ROWE DH . ~___|s pATED -
. _ |canepo 8 B o " arme|
' ZAMBRANO G R B
e GARDNER R R i o
~ THAYER KJ R T
_ SCHULTZ A } N L
LARSEN WC B .

|m1e38m  jODDERS AN SOUTHEASTERN RACINE W |vo ODDERSA | -
jwiscoNaN MULLANE MP
|REQIONAL CANCER KM BH . [ ,_ :

Tfcenten | - R R '

Mi400  |OROURKEM _ |HEMATOLOGY AND _ |GREENVILLE _ |SC_|NO OROURKEMA |~ [
loncovoay BROOKER R R __

' ASSOCIATES GLUCK WL - I -

WALLS JD |
GOCOCO KO l | -
KING GW B
GIGUERE JX
, CHRISTMAN KL L
GARNER BA -
. L —

M1437U _ [OSBORN DC WESTERN OLYMPIA WA _|NO GORTON 8J T I
[wasranaTon " KANG M N
|{CANCER TREATMENT ROBERTSON PA B |-— -

] Jeenen BAOWN MK N e

M1430Y  |PENDERGRASS K |KANSAS CITY KANSASCITY |MO |YES ™ 1 T

e I IR SR I
i e

-4

A1
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}
Conter Principal ! IF«u Iwm informetion [Investigator to '
[oumber  [nveotipater Siudy Faollity ciy Stale [Submitied |ovbmitiing form _ |to disclose [disclose  |Remarke: =
M1439C  |PETRUSKA PJ STLOWS | |sTLOoM8 Mo [ves | . o
|omverdny ' N R N (O A
' |HEALTH SCIENCES . o
IETL R -
M1440V PRUITT B JHARRINGTON AMARNLLO X [NO ga_A_gac NO )
|REGIONAL .
|wosPrTaL
{oona sver ]
|vansenaTON
|cancen centen -
IM14412  [RaISHA [PHvmICIans [MTVERNON WA |NO ZMMERMANTA N0 | _|cancELLED PER
PHARMACEUTICAL | N _ b | __|SFOATED
STUDY SERVICES ' o 1 A |
. | e B U - -
M14420 |OCONNOR B loncoloavcaRE  [FREDERICK MO |ves . | N | |DRGREGORY
> [consuLTANTS I RAUSCH IS _
. . __ REPLACED BY DR
|BruaN ocoNNOR
M1443H  [READUNG J JLOURDES HOSPITAL  |BINGHAMTON |NY  |YES INO o
' |REQIONAL CANCER | N L
|ceEnTER
A
MI444L  [SHIFTANT SHARP HEALTHAND |[SANDIEGO  [CA |VES INo [ |DRIVOR
QUTHEL ) SIDNEY KIMMEL . ___|novstons
CANCER CENTER | | |rePLACEDBYDR
: : o '199!.’.‘._“:.__ .
. |RicutHER
! _.|'S REPLACED 3v
| |oRTswFTAN
N oo} __ _ |PERFOAFORM
) j B R _|s720ATED
'uamh

»
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Conter Principel v Form Iwm Informaiion llwomb
Number  [Investigater Study Facitiy Chy _.|state [Submined oubmiting form (1o dieclose [dlecioss Remerke: .
. . [ ' I D O S . B ¥ '
MI446P  |SAMBANDAMS . |JM CLINICAL, SWANSEA ma Ino SAMBANDAMS | ﬁ'_____ﬂ ____ .
! 1» TRIALS M ' ' I -
Mi48T  |KROENERJ SCRIPPS CUNIC LA JOULA cA [no ANDREY J Ino T T |onmansaven
IMs 912 . B 'lsRePLACED BY
‘ _ ~ |oRJoAN
: ] 1 ____ |xroenER
_ 7 |cremassoozsoos
_ s
[M1447X | SCHWARTZBERG L |THE WEST CLINIC MEMPHIS TN |ves NO I
i N ‘u’ . ' o
|Wi1ssee [sennaBauM — |ouLF PONTE HUDSON e | N | |cANCEWLEDPER
I R R . SFDATED
i . I D - Tamr|
MIMOF  |SMITHR SOUTHCAROUNA  [cOLUMBIA  |sC N0 . iii:’aveegqu_..g_wﬁ_i:__‘ e ) i -
: Y : ACKERMAN MA 1 .
ASSOCIATES
‘ | — _
M1460X  |RAVICHANDER P |GREENVILLE GREENWLLE  [sC |NO HINES WB Ijo | i .
[MemoruaL MeOiCAL | A _
[cenTER 1o
: , - I i A —
MI4IC  |[TCHEKMEDYIANN |PACIFIC SHORE LONGBEACH [CA |NO LEVANAM | |
MEDICAL GROUP - I e
M1462G__ |TERPENNING M SANTAMONCA [CA_|VES I - D YT
R IS |SFOATED
I I T ,,_ _toreomT
i | I _ L _
M1463K | TKACZUKK juNIvERSITY OF IBALTIMORE  [MD [nO TKACZUKK - | | o
| [maRYLAND canceR | |

»
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[Number

—

investigaler

IMF--»

Ciy

M14640

TRAVIS P

|FAYETTEVILLE |A

|loncoroby arou

R

|Hectose |

Romarks: =
CANCELLED PER
8IF DATED,

_11110m7

{14668  [wADE DECATUR MEMORIAL |DECATUR w o |1 B CANCELLED PER
“|HosPITAL 1 10 SIFDATED
B | 1reem1
MI46OW |WATERFIELDW  |ST AGNES BALTIMORE MO |VES NO
HOSPITAL -
MI47TA  |WEICHERTK |communiTy CINCINNATI  JOH |vES I} | L
|ReseARcH 170 . i N o
IMANAGEMENT v I e
ASSOCIATION I I B I R e
THE LINDNER _ N e R B
jcumacaL TRIAL L I T
|cenTER . o e

M1460E

I
CAPITAL DISTRICT

LATHAM

CANCELLED PER

|HEMATOLOGY

Y

ASSOCIATES
' |

|MADIGAN ARMY

TACOMA

WA

|NO

SHEFFLERR

|MEDICAL CENTER

- |HEMATOLOGY |

TIMMONS J

loncoLoay sertnce |sones M | T InvesmigatoR
T ey on.searhan

. . CFEM3460026007

—- I S

[ . — _ i — . _

M
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Conter  |Principal ]r-n- Iummm informetion L.mumn
Number investigater |Study Facliity Clty |State |Submitiod |oubmitiing lorm  |lo disciose  [disciose |Romarks:
[M14008  [YANAGIHARAR  [SOUTH VALLEY GILROY CA |no LEONJ [N * ;
[HosPiTA cAMPus __ - o ) _'Rf__’“ -
M1401F _ |vANES S " |MEDIGAL ONCOLOGY [DAYTON oH |ves {no _ "t
/ " |HEMATOLOGY - }
[M14e2)  [DMMERM [pocTORS CLNC VEROBEACH |FL |ves [no -
{asasmcu —
[m1s38Y ‘ ' 1
|cEnTER FEUCE A |
|aEORGETOWN |HEYER DM ’
[uNIvERSITY | GOLDSTEN K L -
|HoSPITAL KRESSEL B AR T
* __|_____|wonozacA N R A
SWTHF |
GINSBERG 8 o _ B
SACKS TL R
ADELSON E L -
|FE'GERT JM T
|HAYES OF
) ! —
M14s3N _ [RODRIGUEZR ___ [DAMLUN CLINIC SANDIEGO  [cA [no RODRIGUEZ R - .
— VAN LORN KJ I
v T I .
M144R  [YUNUSF [meTHOD! MEMPHIS ™~ [no YUNUSF - I T -
|HOSPITAL CENTRAL |, i REEDS | T 1 B
THE BOSTON SPIERS K o B
|cANCER aRouP |sosTon 8 P T
PLLC - ROBERTS J N o
M1406V___ [DPILLOF LONG ISLAND BROOKLYN  [NY |NO  |ROSENTHALCT N0 | T CoTTTTT
. . }cousaeuomm = e I D
. t Ll Tt -

o
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Study Facllity

M1837C

QUTHERIE

JumvensiTy of

maouwus

'rFL

o

. |FLORIDA MEDICAL

lmm informetien

|submuting tform

o disclose

|Romarks: -

CANCELLED PER

" |ceEntER |

SFDATED

iy VRS

|'v‘ )

— =

BADOLATO CJ

ASSOCIATED |

|MELBOURNE

{FL

_|BavoraTo ¢y

|MEDICAL RESEARCH

DELIGDISH CK

[HEALTH ADVANCE

KERCHER RL

INSTITUTE

[ova sxy HEALTH

M

QUTER KA

CARE

GREAT FALLS

LEVIN M

BROOKDALE

- |BROOKLYN

[Ny

|urversiTY

HOSPITAL

|HOUSTON CANCER

HOUSTON

™

|msTiTUTE

SILVERMAN P

|case westERn

CLEVELAND

|uraversiTy

|HOSPITALS OF

joLeveranD

|BLAND CANCER

CENTER

DECATUR MEMORIAL

|DECATUR

|HosPiTAL

8T-6T

) cmcauso PER

_|sFoaten i’
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investigator

IMM

Form

state |Submitted

I................ iomsten

submitting form

[m1se2e

WARD J

|urveRsITY OF

SALT LAKE

jut  |NO

WARD JH

jJutAH HEALTH

ciry

HUSHNER @'

SCIENCES CENTER

BuYs 88

|DIvIBION OF

SAMLOWSKIWE

[P U l'e

|HEMATOLOGY

GLENNM

loncoroay

M16770

|HenaY Foro

|m  |NO

|HEALTH SYSTEM

DETROIT

[y T

|oBRYAN R

yue |

_ﬂwﬂ?‘éﬁf -
LEHMAN

TEJWANI 8

PALLAS 8

CASAS E

BARTHEL B

PEARLBERG J

RAJEH N

YEE KH

SCHNEIDER J

NYSTROM JS

|evans

|scHmDT C

———— e o

w o

b
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Conter Principel , Form investigator not ]hlonnlon Investligator to
Number  [investigater |owdy Faciiy _ |owy State [Submitied submitting form |10 disclose | Reclo

M18768  |JBELIRERS  [CAMCARE HEALTH | [CHARLESTON |Wv_|NO JUBELIRER 8J

‘[eoucaTions . o |svaHae T '!f'__“"__—_‘"'_:"'"

_|ReseARcH | ' FRAME N | I SR )
|esTiRUTE WILLIS H

MI1STOW | MCCANNJ | BAVSTATE MEDICAL _|SPPWNGFIELD _[MA_[NO _|wewnen s [no
. CENTER - MCKEE AL '

[MissoP  |RUBINMS ~  [FLORIDACANCER  [FORTMEYERS |FL [NO WRIGHT BROWN V » i /

[M1s01X  [MODIANO MR ARIZONAONCOLOGY |TUCSON | Az N0~ |Resen J8 , v T
ASSOCIATES . ~ _ _ -
ARIZONA CLINICAL ! L B - -
RESEARCH CENTER N ——e

|wisesz |acOFREY T [LOMA LiNDA' [LoMaLmoA  fca |No |eooFreY T

163 jMmuss {MCHY BURLINGTON  |VT  INO MUSS

P e __|NOTMFY
T ” P _|pocumentamion
I T
) e oS00,
M2164M  |SENECALF |sv JosePH TACOMA WA |ves T R T
[meDicAL T
[PaviLLION - _ ) R

. . |NORTHWEST : ! .. o , R B
[meDICASL ' B B "
|sPECIALTIES ‘

o b ' ..h
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Conter  |Primeipal Form [mvestigator mot  [intormetion Lmumu
Number  |investigater {Study Facimy Chy State [Submittied |submitting form (1o dieclose [diacios ;
[M21850  |wooD AJ fcancer’ CORPUS ltx_|no WOODA ' '
i |SPECIALIST OF CHRISIT BARKER KQ M ,
| |souThH TEXAS I JANAKI LM ~ i
‘ NASHME |
VILLAMIL A _
|sTRona DB | ]
- |McaLYNN LE
| |[aNzALDUA R
M2300K  |aRALOW J [unversiTy OF SEATTLE ) GRALOW J
[wAstNGTON
[MEDICAL SCHOOL :

M
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) T
e B e _ - L
Swdy ' . er m-« stigetor
|Ceonter Number: [Number. . . |Principel invesligator | Study Faclity: o Submitted disclose
’ Submitied |submitiny )
! i - ———— Py T _——————— _..'_'. _——
10260001FR _|FEM3460026 |AUDHUY B CENTRE |coLmAR [No T |BARATS 4C -
HOSPITALIER FARESS HM B
GENERAL LOUIS ~ |smzEPaw | |
PASTEUR B ~
20267010260002FR [FEM3460026 |CHOLLET P CENTRE JEAN CLERMONT | [FRANCE [NO  |cHoueTP L
: |PenmN FERRAND 1 i ng_ﬁ_\u_!c '
, [ - T
20267010250003FR |FEM3450025 [CUTULI B "|cenTRE PAUL STRASBOURG [no cUTULIB T
STRAUSS _ .
20267010260004FR [FEM3460025 [DABAN A CiTE POITIERS [No___ |sounaeais -
HOSPITALIERE LA T _ ~
; MILETRIE '
7010280006FR [FEM3450025 |DELOZIER T CENTRE FRANCOIS _|CAEN NO DELOZERT . —
T BACLESSE jved
. ) _|OULVER —
! ! ] -—L«-——‘.—...'.N...—-—ll.--— ——
HARTWIQ) e
‘ _ fewe IR
| " |aenoT av T
! JOLYF ]
10250000FR |FEM3460025 [FARGEOT P CENTRE GF. {olon ves _f'
| | | LECLERC ! j

AT
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v Study Fom trwestigalor not  |information [kwestigator .
Conter Number.  |[Number: [Principel investigaior |Swdy Faciiy _lcty  |Couny  ISubmitied |submiting 1o Disclose |io disclose
20267010260007FR |[FEM3460026 [LE FLOGHO HOPITAL TOURS _ [FRANCE _ [NOQ -’F _____ UXP _ [NO L

] 3 BRETONNEAU L 1 |TRanat | R
' ; ) —_— - IF 14 .
v 0 - _]gomeq_qt
_|REYNAUD A .
- |20267010260000FR |[FEM3450028 [LORTHOLARY A [CENTRE PAUL ANGERS FRANCE o |MauART N0 | T
. |PAPIN | __|P:DELVA
R [r.aamELN
e
e T
: 1. : |
|20267010250000FR |FEM3460026 [MARTY M HOPITAL |Pares |FRANCE Ino GIACCHETTI  |[NO N -
. ' SAINT-LOUIS R 1 s N
S I _ |EFTEKHAR- | _
1 UFOUR P
[20267010250010FR |FEM3450028 [MAURIAG L INSTITUT |porDEAUX _|FRANCE _L@g_ MavmACL | T T
BERGONIE i - PALUSSIERE | |
J
B caMPOP - | |
DEBLET M .
FLOQUET A
7010260011FR _|FEM3460026 |MIGNOT |HoPITAL FoCH SURESNES _ |[FRANCE _ |ves | o__— |~
] :' :’ L
t ™ - e
20087010280012FR |FEM3460025 [MONNIER A [HoPITAL A, MONTBELIARD |[FRANCE o |omaND@RARD N0 | T
BOULLOCHE A L L
coRBIONO | T
20267010260019FR [FEMS460028 [MORVAN F CENTRE PONTOISE  |FRANCE - R -
- HOSPITALIER R. \ N N
" |oueos A
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Study PFonn ]Imoulgdomol inlormadion |lmodlodot
[Conter Number:  [Number: |Principel kvestgetor (SwdyFeclly:  ICy  [Country  |Submitted [submiting Yo Disclose {10 dieclose
1 ' [ . SN P oo ol )} ’ e
202670102600 14FR |FEM3460025 [NAMER M, |cenTRe anTomEe  |Nice C|FRance” " ives | M T Imo [T T
o K umm__"____ P . e
CI S I R I it
|20267010250015FR [FEM3460028 [NETTER-PINONG  |HOPITAL DE '"}\EXB:T ~ _|rrance fves | T T |wo o
' MEAUX ' I e
20267010260010FR |FEM34650026 [ROMIEU G CENTRE PAUL |MONTPELLIER [FRANCE YES " v _
' |LAMARQUE I __ )
20267010260019FR _[FEM3450026 [SERIN D CUNQUESANTE  |AVIGNON |[FRANGE NO  |sEmmD ~
CATHERINE {PARET M o
20267010250020FR |FEM3450026 | SPIELMANN M INSTITUT VALEJNF  [FRANCE  [No'  |uomearr  |no B _"A
| QUSTAVE ROUSSY | . __|cussaca i o
20267010260021FR |FEM3460026 |TUBIANA MATHIEU |C.H.A. {UMOGES  |[FRANCE  |vES N T
OGES  |FRANCE _|YEs | N b
20067010260022FR |FEM3460026 |WEBER B CENTRE ALEXIS VANDOEUVR _|FRANCE ves | o |
VAUTRIN [ELES _ - N
| NANCY N ~ | e
20067010260024FR |FEM3460026 [NOUYRIGAT P CLIMQUEDUCAP  [LASEYNE  |FRANCE NO NOUYRIGAT -
: SR O'OR SUR MER e
20267010260026FR |FEM3460025 |WENDUING JL CLINIQUE DE HYERES FRANCE N0 |wenouna | | T
LESPERANCE __ jr R
10260020FR [FEM3460026 [MALAURIE € HOPITALIER |cRETER IFRANCE N0 IMALAURIE E I
|INTERCOMMUNAL ___lMwaATH I
|oE creTEL i \ JUSTM L
I " It m g

&
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Study | lFonn !mmm informetion
[Conter Number: Number: Principel invesligator ISwdyFacllty: . |Cty  [Country |Submitied |submiting

e ————— e s ei— e — e e e e

[ v w& - o
7010260027FR [FEM3450025 [MAYEURD °, HOPITAL MIGNOT _ [LE _ |FRANCE No  luaveudb ]_L
! L CHESNAY Iomse T |

¥t i _— —_— e e T crr—e f—

#mmm' FEMI460026 [MARTIN G _ CENTRE ANNECY FRANCE  |NO |manTnc

HOSPITAUER . B LAPALUA |
GENERAL - GROS C - ]

7010260020FR |FEM3460026 |QUASTALIA JP  |CENTRE LEON lLyon " |FRance [no GUASTALLA

BERARD - - .

7010250030TN [FEM3460026 [BENANMED 8 |CHU FERHAT SOUSSE___ [Tumesia . -
i ' T {uacED ' T - ——

TO10250002N [FEM3460026 |BAPSY PP _|IODWAIMEMORIAL ~ (BANGALORE _ (INDIA ves | T e T T

_ R "'::t_: Y;a[_'f. W I
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Novarts
CERTIICATIONDI CLOSURE FORRS
Financis! Disciosure by Clinical

[, Study Name: A Single-Oose, Randomiasd Label, Crossover Study

) ; Tamoxit_n Cirate Tasiets and
Nolvadex® Tadlets in Wenan

2 Protocol number. CFEM345 0102 7

3._investigator X - - Subinvestgstor O
4. Investigatorsubine .3bge0r N¥«3: Dr. S. Frvestone _
— roees el Cirical Rasearch Ui Ofigo Contfe, ForohWatl Ressarch Par, Fuccanon. EH14 #AP, Ed Ednburgh, |

Scotiand -

T7. Fax: 44 (0) 1875 614855
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. of dependent children:
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interest.
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goo3

Significant
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gescride below) 30ONAD YOU, YOUr SDOusSe, of dependent chikiren:
"] Yes lgy mewmwmmofmmauummwm

(=] outcome of the study. This could include, for exampie. compensation thet i axpiicitly greater
for a favorable oulcome. of compensation 10 the investigator in the form of an squity mterest in
—— mmmhumdwmmwmdmpmmu-w
interest. -

if yes, pleass deacride:

Scotisnd e
6. Telephone: +44 (0) 1875 614545 | 7. Fax: +44 (D) 1873 814585 ‘
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1. Study Name: A Smngie-D0sa. Randomzed, Open-Label. Crossover Study Companng Genenc Tamaxrien Carale Tadlets and
Nolvadex® Tabiets in Postmenopsusal Womnen

2. Protocol number: CFEM345 0102

[ 3. Invest

=]

Subinvestigator X

4. Investigatorsutinvestigator Name: Dr. L Geertsems

Scotiend

5. AdGress:inverssk Cioical Resaarch L., Ongo Centre, Manol-Wall Ressarch Park, Riccarton, EH14 4AP, Edinkurgh, |

(6 Te

- <44 (0) 1875 614545
8. Indicate by marking Yes or No if any of the
describe beiow) apply 10 you. your spouse, or dependent children:
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No
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Finsncial Arrangements whereby ihe valus of the compensation could be influenced by the
outcome of the study. This could inciude, for axample, compensation that is explicity greater
for 8 favorabie outcome, or compensation to the investigator in the form of an equity interest in
the sponsor or in the form of compensation tied to saies of the product such as 3 oyalty
imerest =

if yes, pisase describe.
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studies. This could inciude. for exampie, payments received by the investigator to support

activities that heve a monetary value graater than $25,000 (i.8. 8 grant 1o the investigator or the |
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Children

in sccordance

1

Parts

.1 1 54.8, | declare that the i

provided on this form i, 1 the best of my
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Dr Novartis ) ~
Smd. No. Fe 25 CERTIFICATION/DISCLOSURE FUKM
y No. Femara Financial Disclosure by Clinical Investigators

1. Study Name:
2. Protocol number:
{ 3. Investigator O Subinvestigator O
4. Invesngatorisubmvosngator Namo: ’
S. Address: . - o
6. Telephone: ) |7 Fax: \

8. indicate by marking Yes or No if any of the financial interests or arrangements with Novarus of concem to FDA (and cescribe below)
apply to you, your spouse. or dependent children:

Yes Na Financial Arrangements whersby the value of the compensation could be influenced by the outcome of
(] % ~x- | the study. This could inciude, for example, compensation that is explicitly greater for a favorable L=

T outcome, or compensation to the investigator in the form of an equity interast in the sponsor or in the
form of compensation tied to saies of the product such as a royaity interest.

if yes, please describe:

Yes No Significant payments of other sorts. exciuding the costs of conducting the study or other clinical studies.
7! (m] This could include, for example, payments received by the investigator to support activities that have a
monetary value greater than $25.000 (i.e. a grant to the investigator or the institution to fund gngoing
research, compensation in the form of equipment, or retainers for ongoing consultation or horiorana).

if yes. please descﬁéi:

Yes N ' A proprietary or financial interestin the test product such as a patent, trademark, copyright, or licensing
i agreements. . —

if yes, please describe:

Yes No ~T A significant equity interest in the sponsor of thé study. This would inciude, for exampie, any ownership
aQ V - interest stock options, or other financial interest whose vaiue cannot be easily determined through  _
refsrence to public prices, or any equity interest in a publicly traded company exceeding $50.000.

if yes, please describe: . -

or

8 | here ify that none of the financial interest or listed sbove exist for Spouse. or ent children.
in accordance with 21 CFR Parts 54.1 1o 54.8, | deciare that the information provided on this form is, to the best of my knowiedge and
belief, true, correct, and compiets. Furthermore, if my financial interests and arrangements, or those of my spouse and dependent
children, MMNMMMWMMOfmmcyormomyoummIutnlmm
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Financial Disclosure Statement:
October, 1999
Dr{ Wis received the following payments, either directly or indrectly from Novartis.

Novartis Pharmaceuticals. Correlative Science for Protocol CGS 2026705024
(Preoperativehormone therapy) 2/98-12/99

This is a grant awarded to D | through\. o ¢ compare the
moleculg.ggnon of the aromatase letrozole and the antiestrogen tamoxxfen ina
preoperative endocrine therapy trial.

TOTAL AWARD \

Honoraria with respect to educational lectures, tumor boards and CME sessions on
endocrine therapy for breast cancer.

TOTAL AMOUNT §( \througl[ ‘@ public relations company retained

by Novartis to provide physician education. .

R

Consulting fees with respect to letrozole clinical trial results and physician education
sessions

TOTAL AMOUNT §{  \Mirectly from Novartis.
This income has been reported to the IRS.

Dr{ . \anticipates further income from these sources and will | update the FDA as
requested. :

- .= APPEARS THIS WAY -
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CLINICAL TEAM LEADI'? AND DIVISION DIRECTOR
. REVIEW OF SUPPLEMENTAL NDA

NDA 20726/S006

NAME OF DRUG Femara (letrozole tablets)
» APPLICANT Novartis -

DATE OF APPLICATION July 11, 2000

PROPOSED INDICATION

“First-line treatment of postmenopausal women with advanced breast cancer”

BACKGROUND

Femara is currently approved E'or “treatment of advanced breast cancer in
postmenopausal women with disease progression following antiestrogen
therapy.

The FDA requirement for approval of a new hormonal drug for initial
treatment of postmenopausal women with advanced metastatic breast cancer
is non-inferiority or superiority to tamoxifen for tumor response rate in
randomized controlled trials comparing the new hormonal drug to tamoxifen.
This is conditional that the new hormonal drug is not worse than tamoxifen
for time to tumor progression (TTP) or survival. Statistical non-inferiority for
TTP and survival need not be shown, but the new hormonal drug and
tamoxifen must at least be similar. Survival data will usually be immature at
the time of approval. A Phase 4 commitment to submit follow-up survival
data is reqmred- ' . —

Non inferiority of the new hormonal agent to tamoxifen for T'I‘P or r survival
would not be adequate for approval because tamoxifen has never been shown
to have a favorable effect on TTP or survival in this patient population. Of
course better survival for the new hormonal drug would be adequate for.
approval. Better TTP for the new hormonal drug would also be adequate for
approval provided survival is similar.

A%



CLINICAL TRIA'S

One randomized controlled double-blind double dummy multinational clinical
trial was conducted in 916 postmenopausal women with hormone receptor
positive or hormone receptor unknown locally advanced (Stage ITIB or
locoregional recurrent disease not amenable to treatment with surgery or
radiation) or advanced metastatic breast cancer comparing Femara 2.5 mg

orally once daily with Tamoxifen 20 mg orally once daily. The safety and

efficacy data are shown in the following Tables.

e

Table 1 Efficacy Results‘per Novartis and per FDA

Novartis FDA
Femara Tam p Femara Tam p
453 pts 454 pts 453 pts 454 pts
Response Rate o

CR 34(8%) | 13(3%) 39 (9%) 14 (3%)

PR 103 (23%) | 79 (17%) 108 (24%) | 84 (18%)

Total 137 (30%) | 92 (20%) | 0.0006! | 147 (32%) | 98 (21%) | 0.0003!
Resp Duration 17.0 16.5 Not 11.5 10.3 Not .
(mo) Done Done
Median TTP 9.4 6.0 0.00012 9.87 6.15 0.00012
(mo)

1 Chi Square Test, Two-Sided B
? Log Rank test, Two-Sided
APPEARS THIS way -
B ON ORIGINAL
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e Table 2 Serious AE's per FDA

Toxicity Femara (455 pts) Tamoxifen (455 pts)
Peripheral thromboembolic events 8 (2%) 11 (2%)
Cardiovascular events 7 (2%) 4 (1%)
Cerebrovascular events T 5% 6(2%)
Fractures 21 (5%) 18 (4%)
Endometrial cancer 0 (0%) 1(0.2%)
Ocular toxicity < 7 (2%) 5(1%)

o Peripheral thromboembolic events included venous thrombosis,
thrombophlebitis, portal vein thrombosis and pulmonary embolism.

o Cardiovascular events included angina, myocardial mfarctlon, myocardial
ischemia, and coronary heart disease.

o Cerebrovascular events included transient ischemic attacks, thrombotic or
hemorrhagic strokes and development of hemiparesis.

o Fractures- 21 Femara treated patients had a total of 26 fractures
compared 18 tamoxifen treated patients who had a total of 20 fractures.
All, or almost all, fractures were disease-related.

Femara has a highly statistically and clinically significant advantage over
tamoxifen in TTP and objective tumor response. Survival data is not yet .
mature, but current information indicates that Femara survival is at least as
good as tamoxifen.

Femara safety is similar to tamoxifen and is acceptable for a hormonal drug
in this patient population. Femara induced hypoestrogenemia has the
potential for long term advérse effects on bone and the cardiovascular
system. These adverse effects have not been seen in this study and the life
expectancy of these patients is probably too short for them to occur. These
possible adverse effects are being studied in the adjuvant setting where life

expectancy is longer.

This study meets the FDA criteria for approval of a new use for a marketed
drug based on results of a single study. This is a large multicenter study with
results that are impressive both clinically and statistically. Results are
internally consistent across prognostic subgroups.
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A supportive double blind double dummy RCT in 324 postmenopausal
patients.with breast cancer compared Femara 2.5 mg daily and tamoxifen 20
mg daily for-up to four months p prior to mastectomy. Tumor response was 55%
for Femara and 36% for tamoxifen (p=<0.001). Breast conserving surgery was
achieved in 45% of Femara patients and 35% of tamoxifen patients (p=0.022).
This study provides evidence of Femara antitumor effect in a different
patient population and is supportive of the study in the proposed new
indication.
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The two RCTs that were the basis of approval of Femara for treatment of

advanced breast cancer in postmenopausal women with disease progression
following antiestrogen therapy are also supportive of Femara for the first-
line indication.

On December 13, 2000 the Oncology Drugs Adwsory Comrmttee unanimously

recommended approval of this SNDA.

Some labelxng revisions are necessary. See labeling revised by the Femara
review team. —-

RECOMMENDATION

This SNDA is approvable with labeling revisions. See labeling revised by the
Femara review team.
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